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L arge-scale clinical trials in psychiatry are rare. That is not surprising, given how much more difficult it is to assess improvement in a psychiatric condition, compared with more simple outcomes in other medical conditions (such as death, for cardiovascular studies). The STAR*D trial was a large-scale trial funded by the US National Institute of Mental Health, whose objective was to examine treatment options in an algorithmic manner, to guide decisions for next-step strategies in patients with depression with inadequate response to an antidepressant. 1 It was designed to be a real-world effectiveness study, in which entry criteria were relaxed to include patients with chronicity, comorbidity, and treatment-resistance, and thus more representative of patients in clinical practice than those usually entered in clinical trials. 2 The primary outcome was chosen to be remission, defined as a score on a depression severity rating scale within a nondepressed range; for example, a score of 7 or less on the HDRS. A series of randomized studies were offered at each treatment step if patients were not in clinical remission with treatment. The clinicians treating the patients in STAR*D also used a form of measurement-based care, in which results of various rating scales were reported back to the clinician to help guide treatment decisions. 3 In a Perspective article in this issue, Dr Pigott 4 makes numerous criticisms of STAR*D and how the results are reported and interpreted. We (and others) agree that, in many ways, STAR*D was a failed effectiveness trial. One of the major limitations was initially considered a strength: the novel use of equipoise-stratified randomization, in which patients (with their clinician) could choose the treatments for randomization. For example, patients could choose whether to enter a randomized medication augmentation study or a medication switch study, or whether to enter a randomized cognitive therapy study. Although the concept of equipoise-stratified randomization was an attempt to mirror what happens in the real world, where some treatment options are not acceptable to patients, an unintended consequence was that very few patients were willing to be randomized to any treatment. This resulted in sample sizes for each study after step 2 that were too small to have sufficient power to detect clinically meaningful differences between treatments.
However, some of Dr Pigott's arguments appear to be misinformed. His paper identifies 3 main objections: that STAR*D investigators incorrectly reported remission rates based on the patient-rated QIDS-SR instead of the predefined primary outcome, the clinician-rated HDRS; that remission as defined is not an acceptable goal for depression treatment; and that measurement-based care based on symptom remission is not good for patients.
The first objection reflects a misunderstanding of primary and secondary study analyses. In each of the main randomized STAR*D studies, 5-10 the primary outcome is clearly specified as the HDRS, with a secondary outcome being the QIDS-SR. What Dr Pigott finds objectionable are the results of the secondary analyses describing overall QIDS-SR remission rates at various treatment steps. However, these are clearly identified as post hoc analyses, where it is acceptable to examine secondary outcomes. In this case, the investigators justified using the QIDS-SR because there were more available data points than with the HDRS. In addition, patient-rated scales are more feasible and relevant to realworld clinical practice. Hence the controversy is not about how the results are reported, but about interpreting the meaning of the results.
Second, Dr Pigott objects to how symptom remission is defined and interpreted, and whether it is a useful construct. Remission was chosen as the primary outcome in STAR*D because of numerous previous studies showing that the presence of residual symptoms, that is, lack of remission, results in poorer outcomes, including increased risk of relapse, poorer functional outcomes, and reduced quality of life. 11 The importance of remission has been reinforced in subsequent reviews 12, 13 and, as an internal validation, poorer outcomes in nonremitters was confirmed within the STAR*D study. 14 Finally, Dr Pigott propagates a skewed view of measurementbased care by assuming that symptom outcomes are the only measurements of interest. Measurement-based care consists of using validated outcome scales in routine clinical practice to help guide and monitor treatment decisions. 15 Studies have shown that measurement-based care for depression can improve patient outcomes, compared with treatment as usua1. 16, 17 We and others have long highlighted the need to refocus the objectives of treatment beyond simple symptom relief to improvement in psychosocial functioning and quality of life-outcomes that patients regard as more important. [18] [19] [20] [21] For example, the Canadian Network for Mood and Anxiety Treatments (commonly referred to as CANMAT) depression guidelines stipulate that remission of symptoms is only the initial goal in the treatment of depression-restoration of functioning and quality of life are other goals to be targeted. 22 An example of a multi-dimensional approach to measurement-based care comes from the symptom, functioning, and quality of life data collected in STAR*D, which together were better at detecting overall patient improvement than symptom measures alone. 23 Comprehensive measurement-based care should incorporate validated assessments of symptoms, side effects, functioning, and quality of life. 19, 24, 25 In summary, we should be careful about discarding a healthy baby with the murky bathwater. The STAR*D study, despite its limitations, does provide important data, both for psychiatrists and for family physicians, in the evidencebased management of patients with depression. However, regardless of the validity of Dr Pigott's arguments, almost everyone agrees that the response and remission rates in STAR*D were modest at best. This illustrates the urgent need for better predictors of individual treatment response. Scientifically rigorous efforts to discover clinically useful response biomarkers, such as that conducted by the Canadian Biomarker Integration Network in Depression, 26 may eventually revolutionize treatment for depression. Until then, measurement-based care can provide helpful tools to optimize patient outcomes with our current depression treatments.
